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DETAILED ACTION 

1. Claims 1-61 are pending. 

2. Applicant's election with traverse of Group III (Claims 5, 10, 1 1 , 32-38, 40, and 
55-59) in the reply filed on 08/02/2005 is acknowledged. Because applicant did not 
distinctly and specifically point out the supposed errors in the restriction requirement, 
the election has been treated as an election without traverse (MPEP § 818.03(a)). 

3. Claims 1, 2, 5, 10, 1 1 , 32-38, 40, 42, 44, and 46-59 are under consideration as 
they are drawn to an isolated human antibody that binds to interleukin-1 receptor type 1 
(IL-1R1), with a heavy chain variable SEQ ID NO: 16; SEQ ID NO: 63 (heavy chain 
CDR1), SEQ ID NO: 66 (heavy chain CDR2), SEQ ID NO: 69 (heavy chain CDR3); a 
light chain variable SEQ ID NO: 18; SEQ ID NO: 71 (light chain CDR1), SEQ ID NO: 73 
(light chain CDR2), and SEQ ID NO: 75 (light chain CDR3); an isolated human antibody 
that binds to SEQ ID NO:76; and a pharmaceutical composition containing the antibody. 
Claims 46-54 are included because they read on the antibodies recited in elected Group 
III. 

4. Claims 3, 4, 6-9, 12-31, 39, 41, 43, 45, 60, and 61 are withdrawn from further 
consideration by the Examiner, under 37 C.F.R. § 1.142(b), as being drawn to 
nonelected inventions. 

5. SEQ ID NO: 75 is recited in Claim 46 as human light chain CDR3 region and in 
Claim 53 as human heavy chain CDR2 region. SEQ ID NO: 73 is recited in Claim 47 as 
human light chain CDR2 region and in Claim 54 as human heavy chain CDR3 region. 
The specification on page 12, lines 3-14, disclose SEQ ID NO: 75 as the human light 
chain CDR1 and SEQ ID NO: 73 as the human light chain CDR2. Correction of the 
claims is required. 
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6. The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and 
process of making and using it, in such full, clear, concise, and exact terms as to enable any 
person skilled in the art to which it pertains, or with which it is most nearly connected, to make 
and use the same and shall set forth the best mode contemplated by the inventor of carrying out 
his invention. 

7. Claims 1 , 2, 5. 10, 1 1 , 32-38, 40, 42, 44, 46-54, and 56-59 are rejected under 35 
U.S.C. 112, first paragraph, because the specification, while being enabling for an 
isolated human antibody that specifically binds to interleukin-1 receptor type 1 (IL-1R1); 
with heavy chain variable region of SEQ ID NO: 16 and a light chain variable region of 
SEQ ID N0:18, or an antigen binding fragment thereof; or an antibody consisting of 6 
CDR's, with the heavy chain 3 CDR regions consisting of SEQ ID NO: 63 (heavy chain 
CDR1), SEQ ID NO: 66 (heavy chain CDR2); SEQ ID NO: 69 (heavy chain CDR3) and 
the light chain 3 CDR regions consisting of SEQ ID NO: 71 (light chain CDR1); SEQ ID 
NO: 73 (light chain CDR2); SEQ ID NO: 75 (light chain CDR3); and an isolated human 
antibody that binds to SEQ ID NO:76 does not reasonably provide enablement for an 
isolated human antibody that specifically binds to interleukin-1 receptor type 1 (IL-1R1), 
or an immunologically functional immunoglobulin fragment thereof, with the heavy chain 
SEQ ID N0:16 (Claims 1, 32-38, 40, and 42); an isolated human antibody that 
specifically binds to interleukin-1 receptor type 1 (IL-1R1) , or an immunologically 
functional immunoglobulin fragment thereof, with the light chain SEQ ID NO: 18 (Claims 
2, 32-38, 40 and 44); an isolated human antibody with a human heavy chain CDR3 
region SEQ ID NO:69 and a human light chain CDR3 region SEQ ID NO:75 (Claim 46); 
an isolated human antibody with a human heavy chain CDR2 region SEQ ID NO:66 and 
a human light chain CDR2 region SEQ ID NO:73 (Claim 47); an isolated human 
antibody with a human heavy chain CDR1 region SEQ ID NO:63 and a human light 
chain CDR1 region SEQ ID N0:71 (Claim 48); an isolated human antibody that 
specifically binds to interleukin-1 receptor type 1 (IL-1R1) with a human heavy chain 
CDR1 region SEQ ID NO:63 (Claim 49); an isolated human antibody that specifically 
binds to interleukin-1 receptor type 1 (IL-1R1) with a human heavy chain CDR2 region 
SEQ ID NO:66 (Claim 50); an isolated human antibody that specifically binds to 
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interleukin-1 receptor type 1 (IL-1R1) with a human heavy chain CDR3 region SEQ ID 
NO:69 (Claim 51); an isolated human antibody that specifically binds to interleukin-1 
receptor type 1 (IL-1R1) with a human light chain CDR1 reigion SEQ ID N0:71 (Claim 
52); an isolated human antibody that specifically binds to interleukin-1 receptor type 1 
(IL-1R1) with a human light chain CDR2 region SEQ ID NO:73 (Claim 53); an isolated 
human antibody that specifically binds to interleukin-1 receptor type 1 (IL-1R1) with a 
human light chain CDR3 region SEQ ID NO:75 (Claim 54); an isolated human antibody 
that specifically binds to interleukin-1 receptor type 1 (IL-1R1) with at least a 90% 
sequence identity to heavy chain SEQ ID NO: 16 and with at least a 90% sequence 
identity to light chain SEQ ID N0:18 (Claim 11); an antibody that specifically binds 
Epitope 4 of IL-1R1 (Claim 56); an immunologically functional immunoglobulin fragment 
thereof, of an lgG2 antibody with the heavy chain SEQ ID NO: 16 and a light chain SEQ 
ID NO: 18 (Claim 57); an immunologically functional immunoglobulin fragment thereof, of 
an antibody which binds specifically to the polypeptide of SEQ ID NO: 76 (Claim 58); 
and an immunologically functional immunoglobulin fragment thereof, of an antibody 
which binds specifically to to Epitope 4 of IL-1R1 (Claim 59). The specification does not 
enable any person skilled in the art to which it pertains, or with which it is most nearly 
connected, to make/or use the invention commensurate in scope with these claims. 



8. Factors to be considered in determining whether undue experimentation is 
required to practice the claimed invention are summarized In re Wands (858 F2d 731, 
737, 8 USPQ2d 1400, 1404 (Fed. Cir. 1988)). The factors most relevant to this 
rejection are the scope of the claim, the amount of direction or guidance provided, the 
lack of sufficient working examples, and the amount of experimentation required to 
enable one skilled in the art to practice the invention. 



9. Janeway et al. teach that antibody binding and specificity require a heavy and 
light chain and each chain contains 3 CDR's, for a total of 6 CDR's in an intact antibody. 
The claims recite only the heavy chain sequence (Claims 1, 32-38, 40, and 42); only the 
specific CDR3 combination of the heavy and light chain (Claim 46); only the specific 
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CDR2 combination of the heavy and light chain (Claim 47); only the specific CDR1 
combination of the heavy and light chain (Claim 48); only the specific CDR3 region 
(Claim 49) for the heavy chain; only the specific CDR2 region (Claim 50) for the heavy 
chain; and only the specific CDR1 region (Claim 51) for the heavy chain. The claims do 
not provide guidance for making a complete antibody specific for interleukin-1 receptor 
type 1 (IL-1R1). Any light chain can be associated with the heavy chain sequences to 
form an antibody molecule, and the recited CDR sequences can be combined with any 
other CDR sequences to form the 6 CDR regions involved in antigen binding, thus the 
antibody formed would not reasonably be expected to have specificity for human 
interleukin-1 receptor type 1 (IL-1R1). Therefore, the lack of guidance provided and the 
amount of experimentation required does not enable one skilled jn the art to make or 
use an isolated human antibody that specifically binds to interleukin-1 receptor type 1 
(IL-1R1) as recited in the claims. 

10. Janeway et al. teach that antibody binding and specificity require a heavy and 
light chain and each chain contains 3 CDR's, for a total of 6 CDR's in an intact antibody. 
Further, the claims recite only the light chain sequence (Claims 2, 32-38, 40, and 44); 
only the specific CDR3 combination of the heavy and light chain (Claim 46); only the 
specific CDR2 combination of the heavy and light chain (Claim 47); only the specific 
CDR1 combination of the heavy and light chain (Claim 48); only the specific CDR3 
region (Claim 52) for the light chain; only the specific CDR2 region (Claim 53) for the 
light chain; and only the specific CDR1 region (Claim 54) for the light chain. The claims 
do not provide guidance for making a complete antibody specific for interleukin-1 
receptor type 1 (IL-1R1). Any heavy chain can be associated with the light chain 
sequence to form an antibody molecule, and the recited CDR sequences can be 
combined with any other CDR sequences to form the 6 CDR regions involved in antigen 
binding, thus the antibody formed would not reasonably be expected to have specificity 
for human interleukin-1 receptor type 1 (IL-1R1). Therefore, the lack of guidance 
provided and the amount of experimentation required does not enable one skilled in the 
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art to make or use an isolated human antibody that specifically binds to interleukin-1 
receptor type 1 (IL-1R1) as recited in the claims. 

1 1 . The term "immunologically functional immunoglobulin fragment" encompasses 
the broad functions of an immunoglobulin molecule (Claims 1, 2, 5, 10, 32-38, 40, 42, 
44, and 57-59). The specification provides no examples of antibodies, upon which the 
skilled artisan could rely upon for making an "immunologically functional 
immunoglobulin fragment". The specification discloses "immunologically functional 
immunoglobulin fragment" as "a polypeptide fragment that contains at least the variable 
domains of the immunoglobulin heavy and light chains" (see p.17, lines 27-29, in 
particular). Given the well known high degree of polymorphism of antibodies (see 
Abbas et al. p. 144, column 2, paragraph 2), the skilled artisan could not make the 
claimed "immunologically functional immunoglobulin fragment" in the absence of the 
appropriate starting materials in order to practice the claimed invention or provide the 
appropriate correlation between the structure and function of the "immunologically 
functional immunoglobulin fragment". It is well established in the art that the formation 
of an intact antigen-binding site generally requires the association of the complete 
heavy and light chain variable regions of a given antibody. Even minor changes in the 
amino acid sequences of the heavy and light variable regions, particularly in the CDRs, 
may dramatically affect antigen-binding function as evidenced by Rudikoff et al. (see 
entire document and page 1980 column 1, lines 28-52 and column 2, lines 1-38, in 
particular). Therefore, the lack of guidance provided, the lack of sufficient working 
examples, and the amount of experimentation required does not enable one skilled in 
the art to make and use an "immunologically functional immunoglobulin fragment". 

12. Claim 1 1 recites an antibody with "at least 90% sequence identity". The 
specification discloses only a single heavy chain variable sequence (SEQ ID NO: 16) 
and only a single light chain variable sequence (SEQ ID NO: 18) to an isolated human 
antibody that specifically binds interleukin-1 receptor type 1 (IL-1R1). Claim 11 
encompasses in its breadth any heavy chain variable sequence with "at least 90% 
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sequence identity" to the amino acid sequence in SEQ ID NO: 16; and any light chain 
variable sequence with "at least 90% sequence identity" to the amino acid sequence in 
SEQ ID NO: 18. The specification provides no examples of antibodies, upon which the 
skilled artisan could rely upon for making a heavy chain variable sequence with "at least 
90% sequence identity" to the amino acid sequence in SEQ ID N0:16; and a light chain 
variable sequence with "at least 90% sequence identity" to the amino acid sequence in 
SEQ ID NO: 18. It is well established in the art that even minor changes in the amino 
acid sequences of the heavy and light variable regions, particularly in the CDRs, may 
dramatically affect antigen-binding function as evidenced by Rudikoff et al. (see entire 
document and page 1980 column 1, lines 28-52 and column 2, lines 1-38, in particular). 
• Thus the recitation of percent identity language, in the absence of a testable function 
and limitations regarding the sequence length over which the percent identity is 
required] does not allow the skilled artisan to make and use the encoding nucleic acids 
commensurate in scope with the instant claims without undue experimentation. 

13. Claims 56, and 59 encompass an antibody which binds specifically to Epitope 4 
of IL-1R1. The specification discloses that Epitope 4 is only three amino acids, YSV 
(see page 9, lines 21-23, in particular). Harlow et al. teach that six residues are the 
smallest synthetic peptides that elicit an antibody response and that smaller peptides 
are weak and will not recognize the protein of interest (see page 76, Size of the Peptide, 
in particular). Therefore, the lack of guidance provided, the lack of sufficient working 
examples, and the amount of experimentation required does not enable one skilled in 
the art to make and use an antibody which binds specifically to Epitope 4 of IL-1 R1 . 

14. Reasonable correlation must exist between the claims and the enablement set 
forth. Without sufficient guidance, knowing only the heavy chain sequence or only the 
light chain sequence of an antibody results in unpredictable binding specificity of the 
antibody molecule; thus the experimentation left to those skilled in the art, is 
unnecessarily, and improperly, extensive and undue. 
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1 5. Claims 1,2,5,10,11, 32-38, 40, 42, 44, 46-54, and 56-59 are rejected under 35 
U.S.C. 112, first paragraph, as containing subject matter wliich was not described in the 
specification in such a way as to reasonable convey to one skilled in the art that the 
inventor(s), at the time of the application was filed, had possession of the claimed 
invention. 

16. Applicant is in possession of an isolated human antibody that specifically binds to 
interleukin-1 receptor type 1 (IL-1R1); with heavy chain variable region of SEQ ID 

NO: 16 and a light chain variable region of SEQ ID NO: 18, or an antigen binding 
fragment thereof; or an antibody consisting of 6 CDR's, with the heavy chain 3 CDR 
regions consisting of SEQ ID NO: 63 (heavy chain CDR1), SEQ ID NO: 66 (heavy chain 
CDR2); SEQ ID NO: 69 (heavy chain CDR3) and the light chain 3 CDR regions 
consisting of SEQ ID NO: 71 (light chain CDR1); SEQ ID NO: 73 (light chain CDR2); 
SEQ ID NO: 75 (light chain CDR3); and an isolated human antibody that binds to SEQ 
ID NO:76. Applicant is not in possession of an isolated human antibody that specifically 
binds to interleukin-1 receptor type 1 (IL-1R1), or an immunologically functional 
immunoglobulin fragment thereof, with the heavy chain SEQ ID N0:16 (Claims 1, 32-38, 
40, and 42); an isolated human antibody that specifically binds to interleukin-1 receptor 
type 1 (IL-1R1) , or an immunologically functional immunoglobulin fragment thereof, with 
the light chain SEQ ID N0:18 (Claims 2, 32-38, 40 and 44); an isolated human antibody 
with a human heavy chain CDR3 region SEQ ID NO:69 and a human light chain CDR2 
region SEQ ID NO:75 (Claim 46); an isolated human antibody with a human heavy 
chain CDR2 region SEQ ID NO:66 and a human light chain CDR2 region SEQ ID 
NO:73 (Claim 47); an isolated human antibody with a human heavy chain CDR1 region 
SEQ ID NO:63 and a human light chain CDR1 region SEQ ID N0:71 (Claim 48); an 
isolated human antibody that specifically binds to interleukin-1 receptor type 1 (IL-1R1) 
with a human heavy chain CDR1 region SEQ ID NO:63 (Claim 49); an isolated human 
antibody that specifically binds to interleukin-1 receptor type 1 (IL-1R1) with a human 
heavy chain CDR2 region SEQ ID NO:66 (Claim 50); an isolated human antibody that 
specifically binds to interleukin-1 receptor type 1 (IL-1R1) with a human heavy chain 
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CDR3 region SEQ ID NO:69 (Claim 51); an isolated human antibody that specifically 
binds to interleukin-1 receptor type 1 (IL-1R1) with a human light chain CDR1 region 
SEQ ID N0:71 (Claim 52); an isolated human antibody that specifically binds to 
interleukin-1 receptor type 1 (IL-1R1) with a human light chain CDR2 region SEQ ID 
NO:73 (Claim 53); an isolated human antibody that specifically binds to interleukin-1 
receptor type 1 (IL-1R1) with a human light chain CDR3 region SEQ ID NO:75 (Claim 
54); an isolated human antibody that specifically binds to interleukin-1 receptor type 1 
(IL-1R1) with at least a 90% sequence identity to heavy chain SEQ ID N0:16 and with 
at least a 90% sequence identity to light chain SEQ ID NO: 18 (Claim 11); an antibody 
that specifically binds Epitope 4 of IL-1R1 (Claim 56); an immunologically functional 
immunoglobulin fragment thereof, of an lgG2 antibody with the heavy chain SEQ ID 
NO: 16 and a light chain SEQ ID NO: 18 (Claim 57); an immunologically functional 
immunoglobulin fragment thereof, of an antibody which binds specifically to the 
polypeptide of SEQ ID NO: 76 (Claim 58); and an immunologically functional 
immunoglobulin fragment thereof, of an antibody which binds specifically to to Epitope 4 
of IL-1R1 (Claim 59). 

17. The claims recite only the heavy chain sequence (Claims 1, 32-38, 40, and 42); 
only one of the specific CDR regions of the heavy and light chain combinafions (Claims 
46-48); and only the specific CDR3 region (Claim 49), CDR2 region (Claim 50), and 
CDR1 region (Claim 51) for the heavy chain comprising an isolated human antibody that 
specifically binds interleukin-1 receptor type 1 (IL-1R1). Further, only the light chain 
sequence is recited in Claims 2, 32-38, 40, and 44; only one of the specific CDR regions 
of the heavy and light chain combinations (Claims 46-48); and only the specific CDR3 
region (Claim 52), CDR2 region (Claim 53), and CDR1 region (Claim 54) for the light 
chain comprising an isolated human anfibody that specifically binds interleukin-1 
receptor type 1 (IL-1R1). Broadly claiming an antibody by only reciting the heavy chain 
or only the light chain, or only the specific combination of heavy and light chain for the 
CDR1 , 2 or 3 CDR regions, or only one of the 6 specific CDR regions of the heavy or 
light chain, the applicant has not described the structural characteristics of the intact 
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immunoglobulin molecule. An intact immunoglobulin molecule contains both a heavy 
and light chain, which each have three CDR regions. The intact immunoglobulin 
molecule requires the heavy and light chain CDR regions for antigen binding and 
specificity. 

18. The specification provides the sequences associated with the three CDR regions 
of the light chain. The claims do not disclose sequence of the heavy chain variable 
region associated with the light chain variable region. Thus, any heavy chain can be 
paired with the light chain variable region recited in the claims. Therefore, the skilled 
artisan cannot envision all the contemplated heavy chain possibilities recited in the 
instant claims. 

1 9. There is insufficient written description of an "immunologically functional 
immunoglobulin fragment thereof (Claims 1, 2, 5, 10, 32-38, 40, 42, 44, and 57-59); an 
antibody that specifically binds to interleukin-1 receptor type 1 (IL-1 R1) with at least a 
90% sequence identity to heavy chain SEQ ID N0:16 and with at least a 90% sequence 
identity to light chain SEQ ID N0:18 (Claim 11); and an antibody that specifically binds 
Epitope 4 of IL-1R1 (Claims 56 and 59). The specification does not provide sufficient 
structural and functional characteristics coupled with a known or disclosed correlation 
between function and structure (see page 17, lines 27-29; page 9, lines 21-23 and page 
7, lines 17-25, in particular). The specification has only disclosed an isolated human 
antibody that specifically binds to interleukin-1 receptor type 1 (IL-1R1); with heavy 
chain variable region SEQ ID NO: 16 and light chain variable region SEQ ID NO: 18, or 
an antigen-binding fragment. Therefore the skilled artisan cannot envision all the 
contemplated immunologically functional immunoglobulin fragments, antibodies with at 
least a 90% sequence identity to heavy chain SEQ ID NO: 16 and with at least a 90% 
sequence identity to light chain SEQ ID N0:18; and an antibody that specifically binds 
Epitope 4 of IL-1 R1. 

20. Consequently, conception cannot be achieved until a representative description 
of the structural and functional properties of the claimed invention has occurred, 
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regardless of the complexity or simplicity of the method. Adequate written description 
requires more than a mere statement that it is part of the invention. See Fiers v. Revel, 
25 USPQ2d 1601 , 1606 (CAFC1993). The Guidelines for the Examination of Patent 
Application Under the 35 U. S.C.1 12, H 1 "Written Description" Requirement make clear 
that the written description requirement for a claimed genus may be satisfied through 
sufficient description of a representative number of species disclosure of relevant, 
identifying characteristics, i.e., structure or other physical and or chemical properties, by 
functional characteristics coupled with a known or disclosed correlation between 
function and structure, or by a combination of such identifying characteristics, sufficient 
to show the applicant was in possession of the genus (Federal Register, Vol. 66, No. 4, 
pages 1099-1111, Friday January 5, 20001, see especially page 1106 3^^ column). 

21. Vas-Cath Inc. v. Mahurkar . 19 USPQ2d 1111, makes clear that "applicant must 
convey with reasonable clarity to those skilled in the art that, as of the filing date sought, 
he or she was in possession of the invention. The invention is, for purposes of the 
written description inquiry, whatever is now claimed." (See page 1117.) The 
specification does not "clearly allow persons of ordinary skill in the art to recognize that 
[he or she] invented what is claimed." (See Vas-Cath at page 1 116.). Consequently, 
Applicant was not in possession of the instant claimed invention. See University of 
California v. Eli Lillv and Co. 43 USPQ2d 1398. 

22. Applicant is directed to the final Guidelines for the Examination of Patent 
Applications Under the 35 U.S.C. 112, H 1 •Written Description" Requirement, Federal 
Register, Vol. 66, No. 4, pages 1099-1111, Friday January 5, 2001. 

23. The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(e) the invention was described in (1) an application for patent, pubiistied under section 122(b), 
by anottier filed in the United States before the invention by the applicant for patent or (2) a 



Application/Control Number: 10/656.769 
Art Unit: 1644 



Page 12 



patent granted on an application for patent by another filed in the United States before the 
invention by the applicant for patent, except that an international applipation filed under the treaty 
defined in section 351(a) shall have the effects for purposes of this subsection of an application 
filed in the United States only if the international application designated the United States and 
was published under Article 21(2) of such treaty in the English language, 

24. Claims 55 and 56 are rejected under 35 U.S.C. 102(e) as being anticipated by 
U.S. Patent No. 6,511,665. 

25. The '665 patent teaches human antibodies to the IL-1 receptor with the amino 
acid sequence as described in Figures 5A-C (see column 2, lines 64-66, in particular). 
The *665 patent also teaches that truncated or soluble forms of the IL-1 receptor can be 
used for the production of antibodies (see column 5, lines 27-36 and column 27, lines 9- 
22, in particular). The amino acid sequence in Figures 5A-C encompasses the 
polypeptide of SEQ ID NO:76 of the instant application. Therefore the prior teachings 
anticipate the claimed invention. 

26. The specification has not been checked to the extent necessary to determine the 
presence of all possible minor errors. Applicant's cooperation is requested in correcting 
any errors of which Applicant may become aware in the specification. 



27. 



No claim is allowed. 



Application/Control Number: 10/656,769 



Page 13 



Art Unit: 1644 

28. Any inquiry concerning tliis communication or earlier communications from the 
examiner should be directed to Jo Ann Rinaudo whose telephone number is 
571.272.8143. The examiner can normally be reached on M-F, 8:30AM - 5PM. If 
attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Christina Chan can be reached on 571.272.0841. The fax phone number 
for the organization where this application or proceeding is assigned is 571.273.8300. 

29. Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status Information for 
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